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File: USPT 



Sep 21, 1999 



DOCUMENT- IDENTIFIER: US 5955441 A 

TITLE: Genetic inhibition of complement mediated inflammatory response 



Detailed Description Text (71) : 

Treatment of patients with immune disorders and diseases such as immunovasculitis, 
rheumatoid arthritis , scleroderma, disseminated intravascular coagulation, lupus, 
paroxysmal nocturnal hemoglobinuria, thrombotic thrombolytic purpura, vascular 
occlusion, reocclusion after surgery, coronary thrombosis, and myocardial infarction, 
is accomplished by administering an effective amount of a composition containing a 
C5b -9 inactivator as defined above such that procoagulant processes are suppressed . In 
the case of transfused blood cells, progenitor hematopoietic stem cells derived from 
or* contained in bone marrow used for transplantation, or transplanted organs or 
tissue, the purified membrane inhibitor of C5b -9, or the functionally equivalent 
polypeptide or antibody, is first coated on the cell surface or the gene introduced 
into the precursor cells before transplantation or transfusion into the recipient. The 
precursor cells could be derived from the same species of origin as the recipient or 
from transgenic animals of a different species wherein the gene for CD59 for the 
recipient species is introduced into an embryo using techniques known to those skilled 
in the art such as microinjection. The amount of composition that must be administered 
to a patient in need* of such treatment will vary depending on the particular disorder 
or disease and the severity of affliction. Treatment dosages will also vary with the 
individual patient depending upon response to treatment, genetic variability, and 
effect of co-administered drugs. In general, however, the compositions disclosed 
herein are administered intravenously at a dosage of approximately nanograms of 
inhibitory protein or peptide per milliliter, or gene expression used to effect 
surface expression of at least 1 . times . 10 . sup . 3 molecules/cell or 1 molecule 
CD59/ .mu .m. sup . 2 . Treatment can take the form of a single administration of the 
composition or can be administered periodically or continuously over an extended 
period of time, as required. For treatment of immune disorder or disease, the C5b -9 
inactivator is administered intravenously in a pharmaceutically acceptable carrier 
such as saline or a physiologically acceptable buffer. In some cases, it may be 
advantageous to administer CD59 in combination with genetically engineered cells to 
maximize effectiveness. 
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File: USPT 



Jun 9, 1998 



DOCUMENT- IDENTIFIER: US 5763156 A 

** See image for Certificate of Correction ** 

TITLE: Inhibition of complement mediated inflammatory response 
Detailed Description Text (2) : 

37 kDa platelet and endothelial plasma membrane inhibitors of the C5b -9 complex which 
normally serve to attenuate the procoagulant responses of blood platelets and 
endothelium exposed to activated complement proteins have been discovered by 
cross -reaction with a monospecific antibody (. alpha . -P18) raised against an 18 kDa 
erythrocyte membrane inhibitor of C5b -9 which was identified by Sugita, et al . , J. 
Biochem. (Japan), 104:633-637, (1988). The existence of these proteins and the studies 
detailed below indicate that a deletion or inactivation of these cell surface 
components would increase the risk of vascular thrombosis and lead to a decreased 
storage time for platelets and platelet rich plasma (PRP) , and perfused organs and 
transplanted tissue. Accordingly, the survival and hemostatic efficacy of platelets, 
and the survival of organs and tissue for transplant, which are collected and stored 
in vitro, can be increased by addition of the C5b -9 inhibitor to the storage buffer or 
perfusate. Autoimmune disorders and other disease states that involve C5b -9 mediated 
platelet activation, including lupus, rheumatoid arthritis, and other types of 
immuno-vasculitis , can also be treated by the intravascular administration an 
effective amount of the inhibitor to suppress C5b -9 activity, or a composition 
containing a polypeptide C5b -9 inhibitor to a patient requiring such treatment . 
Similar uses of the inhibitor may be applicable for cell culture in human blood 
derived culture media. 

Detailed Description Text (68) : 

Treatment of patients with immune disorders and diseases such as immunovasculitis , 
rheumatoid arthritis, scleroderma, disseminated intravascular coagulation, lupus, 
paroxysmal nocturnal hemoglobinuria, thrombotic thrombolytic purpura, vascular 
occlusion, reocclusion after surgery, coronary thrombosis, and myocardial infarction, 
is accomplished by administering an effective amount of a composition containing a 
C5b -9 inactivator as defined above such that procoagulant processes are suppressed . In 
the case of transfused blood cells or transplanted organs or tissue, the purified 
membrane inhibitor of C5b -9, or the functionally equivalent polypeptide or antibody, 
is first coated on the cell surface before transplantation or transfusion into the 
recipient. The amount of composition that must be administered to a patient in need of 
sucn treatment will vary depending on the particular disorder or disease and the 
severity of affliction. Treatment dosages will also vary with the individual patient 
depending upon response to treatment, genetic variability, and effect of 
co-administered drugs. In general, however, the compositions disclosed herein are 
administered intravenously at a dosage of approximately nanograms of inhibitory 
protein or peptide per milliliter. Treatment can take the form of a single 
administration of the composition or can be administered periodically or continuously 
over an extended period of time, as required. 
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